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REMARKS 



L Introductory Comments 

In the Rita] Office Action under reply, the Examiner has removed the objection to «he 
Specification en the basis of incorrect use of trademarks. 

The Examiner has maintained the rejections of the claims as follows: under 35 U S C 
§112, first paraph, as allegedly faflingto comply « the written description requirement' 
(chum 14); under 35 U.S.C. 3102(b) as allegedly being anticipated by Mnamino e< d (US 
Patent No. 6,037,452) (claims 1-7, 12-15, 17-22, 24, and 26-30); under 35 U.S.C. §103(a) as 
alleged* bamg unpatentable over Minamino eta], (U.S. Patent No. 6,037,452) in view ofDavia 
« a). (DA Pateut No. 4,,79J37, (Cairns 1,3-4 and 8-.0); under 35 V.S.C. 5103(a) as allegedly 
bemg unpatentable over Miuamino « al. (US. Paten. No. 6,037,452) in view of Oreenwaid (U.S 
Paten, No. 5.298,643) (Cairns 1, 3-4 „d 8-11); under 35 U.S.C. »03(,) as afiegedly bemg 
unpatentable over ROstin et al. [Rostin et al. (2000) Koc^ugure CAem. ^. 39el * ^ „, 
Oreenwa.d (U.S. Paten. No. 5,298,643) (claims 1, 14 and 16); and under 35 U.S.C. 8103(a) as 
allegedly being tmpatentab.. overMteamino e. «d. (U.S. PatentNo. 6,037,452) in view of 
Longeneeker et al. (U.S. Patent No. 4,994,439) (claims 1, 23 and 25). 

in addition, the Examiner has added two new claim rejections as follows: under 
U.S.C. §1 12, firat paragraph, as allegedly falling to comply with the written description 

requirement (claims 1-15 and 17-30); and under 35 US C 6m 
... ' »»»uuerj3 u.:>.i„ 5ii2, second paragraph, as allegedly 

raismganissuereIatedtomdefiniteness(claimsl-30). 

The rejections are traversed for reasons provided below. 

n. Amendments to the Claims 

Previously, claims 1-30 were pending and claims 31-61 were withdrawn without 
P^ua^As provided in Section I above, all claims have been amended and new ebim 62 has 

that T * ** " """" ^ A ^ - W- — *- 



9 

PAGE 1 1/18 * RCVD AT 8/1W20D5 6:02:36 PM (Eastern DayOght rtme] * SVR:USPTO€FXRF</25 * DMS:2738300 - CSID: * DURATION (mn»-ss):0W>6 



AUG. 16. 2005 2:58PM NEKTPR THERflPEUTICS NO. 668 P. 12"' 



Serial No. 10/789,956 
Docket No. SHE0081 .00 



"about." 



Claims 1 and 8-11 have been amended to delete (without prejudice) reference to the term 



Claim 1 has been amended to recite a conjugate comprising one. two or three 
water-soluble polymers covalently attached to a Factor Vffl moiety. Support for a conjugate 
comprising one, two or three water-soluble polymers finds support throughout the originaUy 
filed specification and claims. See. for example, Paragraphs 0121, 0123 and 0124 The 
conjunction "„" makes clear that - wim respect to water-soluble polymer - only one, two or 
three water-soluble polym^^ ^ 
previously added phrase -wherein at least about 82% of conjugates in the composition" has'been 
deleted; originally filed claim 1 supports subject matter not reciting this claim element 

Chums 2-18 and claims 26-30have been amended to recite a "conjugate" in view of the 
amendment to claim 1 to provide correct antecedent basis. 

Claim 14 has been amended to delete (without prejudice) reference to "deletion variants 
substitution variants or addition variants." 

THe dependencies of claims 19-25 have been amended in view of new claim 62 
New claim 62 has been added to introduce the concept of "compositions" of the 

previously claimed conjugates. Compositions of conjugates are provided in the first sentence of 

Paragraph 0121. 

As suppon f w a* chffllgM i8 found - m ^ mnoulm gg ffledi no Mw ^ h 

.To^d by *. «y of abovMd^fled changes . Tbe chao^ «, «« ^ ^ ^ for 
otafioabon purpMcs only .hould no, bo ioKrpmed * ^oenoo in my cWm rejeooon. 

HL The Interview of June 28, 2005 

onnc * ^ UnderSigned ' S reqU6St ' » int ^ with the Examiner was conducted on June 28 
2005. During the interview, the propriety of one or more rejections was discussed (although no 
resolution was reached), as discussed in more detail below. 
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IV. The Restriction Requirement 

Applicant continues to reserve its right to petition the Commissioner to review the 
requirement for restriction, deferring the filing of such petition until after final action on or 
allowance of the claims, but not later than appeal. See37C.F.R. §1.144. 

V. The Original Rejection Under 35 VJS.C §112, First Paragraph 

The Examiner maintained the rejection of elahn 14 under 35 U.S.C. §112, first paragraph as 
allegedly failing to comply with the written description requirement. Specifically, the Examiner 
has taken this position in view of claim 14's recitation **#m*'>m^*^ wl t** m 
variants or addition variants of any of the foregoing." 

As the phrase "deletion variants, substitution variants or addition variants of any of me 
foregoing" has been removed (wimout p^judi^ 

the rejection under 35 U.S.C. §112, first paragraph, are respectfully requested. 

VL The Rejection Under 35 U.S.C. 3102(b) 

The Examiner manned the rejection of claims 1-7, 12-15, 17-22, 24, and 26-30 under 35 
U.S.C. § 102(b) as allegedly being anticipated by Mmamino et al. (U.S. Patent No. 6,037 452) 
Ostensibly.theExammer has taken me po^ ' 
claims can be found in Minamino et al. 

The rejection is respectfully traversed in view of the following remarks. 

He standard for anticipation was provided in Applicant's previous response 

'^^^to WpP o« m amten ln «eof mem dd 1 ^» J ^ Jl , tIttH ^ 
Office Action, the Examiner aUegeti certain deficiencies with respect <o added language in ft. 
mdependen, claims. Apptica* has rendered moo, these alleged deficiencies by removing 
(without prejudice) the added language by way of the present Amendment. 

The Eirmuner ejso Med to support mttintenance of the anticipation rejection in the Hnal 
O^Acn™^^^^^^^^^^^ 

»»^^*.bc«50.70%ofam^ 

use*!. The present claims, however, distinguish over such highly substituted species (given the 
conjugates composing water . solubfc ^ 
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Vm moiety, wherein each water-soluble polymer has a nominal average molecular weight in the 
range of greater than 5,000 Daltons to 150,000 Daltons. 

The Examiner also points to Mmamino et al/s teaching of varying P H and concentration 
wrth the aim of providing various degrees of substitution. Whether Minamino et al. teaches the 
ability to provide various degrees of substitution, however, is irrelevant to the question of 
whether Minainino et al. discloses each and every element of the rejected claims. As Minamino 
et al. simply doe* not disclose conjugates comprising one, two gjhreg water-soluble polymers 
covalently attached to a Factor Vm moiety, wherein each water-soluble polymer has a nominal 
average molecular weight in the range of greater than 5,000 Daltons to 150,000 Daltons, the 
anticipation rejection cannot stand. Reconsideration and removal of the rejection under 35 
U.S.C. 102(b) for at least the reasons provided above are respectfully requested. 

VH. The Hrst Rejection Under 35 U.S.C. §103(a) 

The Examiner has maintained the rejection of claims 1 . 3^ and 8-10 under 35 U.S.C. 
§103(a) as allegedly being unpatentable over Minamino et al (U.S. Patent No. 6,037,452) in view 
of Davis et al. (U.S. Patent No. 4,179,337). 

The rejection is respectfully traversed in view of the following remarks. 

The standard for establishing *prima facie case of obviousness was provided in 
Applicant's previous response. 

In the Final Office Action, the Examiner relied on the arguments provided with respect to 
maintaining the anticipation rejection in order to support maintenance of this obviousness 
rejection. Applicant has shown in the above Section VI, however, that the pending claims are 
distinguishable over Minainino et al. 

Li addition, as previously pointed out by Applicant, Davis et al. does not cure the 
deficiencies of Minaminoet al. As previously pointed out by Applicant, Davis et al. describes 
utiluation of "between 10 and 100, suitably between 15 to 50 moles of polymer per mole of 
polypeptide." See Davis et al. at column 3, lines 10-13. Further, Davis et al. describes 
compositions comprising between 10 and 100 polymer moieties per molecule of insulin (Davis et 
al., claim 5) and enzyme (Davis et al., claim 19). Clearly, Davis et al. does not describe 
conjugates comprising one, two or three water-soluble polymers covalently attached to a Factor 
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Vm moiety, wherein each water-soluble polymer has a nominal average molecular weight in the 
range of greater than 5,000 Daltons to 150,000 Daltons. 

Consequently, as neither Minamino et al, nor Davis et al. teaches or suggests all the claim 
elements, the third prong of prima facie obviousness fails to be satisfied. As a result, the 
obviousness rejection of claims 1. 3-4 and 8-10 under 35 U.S.C. §103(a) is unsustainable. 
Reconsideration and withdrawal of the rejection for at least the reasons provided above are 
respectfully requested. 

VIU. The Second Rejection Under 35 U.S.C. §103(a) 

The Examiner has maintained me rejection of claims 1, 3-4 and 8-11 under 35 U.S.C. 
§103(a) as allegedly being unpatentable over Minamino et al. (U.S. Patent No. 6,037,452) in view 
of Greenwald (U.S. Patent No. 6,037,452). 

The rejection is respectfully traversed in view of the following remarks. 

The standard for establishing & prima facie case of obviousness was provided in 
Applicant's previous response. 

In the Pinal Office Action, the Examiner relied on the arguments provided with respect to 
niamtaining the anticipation rejection in order to support maintenance of this obviousness 
rejection. Applicant has shown in the above Section VI, however, that the pending claims are 
distinguishable over Minamino et al. 

In addition, as previously pointed out by Applicant, Greenwald describes reacting aryl 
imidate activated polyalkylene oxide with s-Nffc moieties of lysines and that "the degree of 
conjugation is limited only by the number of s-NBfc moieties of lysines." See Greenwald at column 
8, lines 4-15. Again, given the 158 antine-containing lysine residues in native Factor Vffl (see 
Applicant's specification at paragraph [0107]) it is clear that Greenwald describes compositions 
of conjugates wherein each conjugate has a relatively large number of polymers attached to a 
protein or polypeptide. Thus, Greenwald neither discloses nor suggests conjugates comprising 
one, two or three water-soluble polymers covalently attached to a Factor VIE moiety, wherein 
each water-soluble polymer has a n«ninal average molecular weight in the range of greater than 
5,000 Daltons to 150,000 Daltons. 

Consequently, as neither Mmamino et al , nor Greenwald teaches ox suggests all the claim 
elements, the third prong of prima facie obviousness fails to be satisfied. As a result, the 
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obviousnessrejection of claims 1,3^ and 8-11 under 35 U.S.C. §103(a) is unsustainable. 
Reconsideration and withdrawal of the rejection for at least the reasons provided above are 
respectfully requested 

IX. The Third Rejection Under 35 U.S.G §l03(a) 

The Examiner has maintained the rejection of claims 1, 14 and 16 under 35 U.S.C §103(a) 
as allegedly being unpatentable over Rostin et al. [Rostin et al. (2000) Bioconjugate Chem. 
11:387-396] in view of Greenwald (U.S. Patent No. 6,037,452). 

The rejection is respectfully traversed in view of the following remarks. 

The standard for establishing zprima facie case of obviousness was provided in 
Applicant's previous response. 

m the Pinal Office Action, the Examiner relied on the arguments provided with respect to 
mamtainmg the anticipation rejection in order to support maintenance of this obviousness 
rejection. Applicant has shown in the above Section VI, however, that the pending claims are 
distinguishable over Minanrino et al. 

In addition, as previously pointed out by Applicant, R6stin et al. describes the preparation 
of several compositions of conjugates. Each of R5stin et al.'s described compositions of 
conjugates is prepared using polymers having molecular weights of 3,000 Daltons or 5 000 
Daltons. Thus, Rostin et al. neither discloses nor suggests conjugates comprising one, two or 
three water-soluble polymers covalently attached to a Factor Vffi moiety, wherein each 
water-soluble polymer has a nominal average molecular werght in the range of greater than 5.000 
Daltons to 150,000 Daltons. 

Consequently, as neither R6stin et al. nor Greenwald teach or suggest all me claim 
elements, the third prong of prinv facie obviousness fails to be satisfied. As a result, the 
ob^ousness rejection of claims 1, 14and 16 under 35 U.S.C. § 103(a) is unsustainable 
Reconsideration and withdrawal of the rejection for at least the reasons provided above are 
respectfully requested. 
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X. The Fourth Rejection Under 35 US.C. §103(a) 

The Examiner has maintained the rejection of claims 1 f 23 and 25 under 35 U.S.C. §103(a) 
as allegedly being unpatentable over Mmanrino et al. (U.S. Patent No. 6,037,452) in view of 
Longenecker et al. (U.S. Patent No. 4,994,439). 

The rejection is respectfully traversed in view of the following remar ks. 

The standard for establishing & prima facie case of obviousness was provided in 
Applicant's previous response, 

In the Final Office Action, the Examiner relied on the arguments provided with respect to 
maintaining the anticipation rejection in order to support maintenance of this obviousness 
rejecnon. Applicant has shown in the above Section VI, however, that the pending chums are 
distinguishable over Minamino et al. 

In addition, as previously pointed out by Applicant, Longenecker et al. is completely 
silent with respect to compositions containing any conjugates. 

Thus, as neither Minamino et al. nor Longenecker et al. teaches or suggests all the claim 
elements, the third prong of prima facie obviousness fails to be satisfied. As a result the 
obviousness rejection of claims 1,23 and 25 under 35 U.S.C. §103(a) is unsustainable 
Reconsideration and withdrawal of the rejection for at least the reasons provided above are 
respectfully requested. 

XL The Second Rejection Under 35 U&C §112, Rrst Paragraph 

The Examiner rejected claims 1-15 and 17-30 under 35 U.S.C. §112, first paragraph, as 
allegedly fading to comply with the written description requirement. Specifically, the Examiner 
has taken this position in view of claim Vs recitation of the phrase -wherein at least about 82% of 
the conjugates in the composition eachhas one to three water-soluble polymers covalently attached 
to a Factor VIH moiety. " 

As this phrase has been removed (without prejudice) from claim 1 , reconsideration and 
removal of the rejection under 35 U.S.C. §112, first paragraph, are respectfully requested. 
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m The Rejection Under 35 U.S.C. §112, Second Paragraph 

The Examiner rejected claims 1-30 under 35 U.S.C. §112, second paragraph, as allegedly 
raising an issue related to indefiniteness. Specifically, the Examiner has taken this position in view 
of claim l's recitation of the phrase "at least about" 

As the phrase this phrase has been removed (without prejudice) from claim 1, 
reconsideration and removal of the rejection under 35 U.S.C. § 1 12, first paragraph, are respectfully 
requested. 

XIII. Conclusion 

m view of the foregoing, Applicant submits that the pending claims satisfy the requirements 
of patentability and are therefore in condition for allowance. Reconsideration and withdrawal of all 
rejections are respectfully requested and a prompt mailing of a Notice of Allowance is earnestly 
solicited. 

Please grant any extensions of time required to enter this response and charge any 
additional required fees to our deposit account 500348. 

If a telephone conference would expedite the prosecution of the subject application, the 
Examiner is requested to call the undersigned at (650) 620-5506. 



Respectfully submitted, 
Nektar Therapeutics 



Date: S//^jT Bj f f 4n 4 7 <T 



Marie A. Wilson 
' Registration No. 43,275 



Nektar Therapeutics 
150 Industrial Road 
San Carlos, CA 94070 
(650) 631-3100 (Telephone) 
(650) 631-3125 (Facsimile) 
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